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DETAILED ACTION 

The following office action is a responsive to the Amendment filed, 08/19/08 
The amendment filed 08/19/08 affects the application, 10/564,620 as follows: 

1. Claims 1, 8 have been amended. Claims 3-4 have been canceled. New Claims 20 
has been added. Upon further consideration, it was determined that the indication of 
allowable subject matter in the office action mailed 01/25/08, was not appropriate. 
Consequently the said allowable subject matter is withdrawn. The rejections made 
under 35 U.S.C. 103(a) is maintained. 

2. The responsive to applicants' amendment and arguments is contained herein below. 

Claims 1, 2, 5-10 and 20 are pending in the application. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 102 
of this title, if the differences between the subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made to a person having ordinary skill in the art 
to which said subject matter pertains. Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1, 2, 5-10, 20 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Fishman (WO2004/045627 Al). 

In claim 1 , applicant claims a method for the treatment of accelerated bone resorption 
that is not induced by inflammation, in a mammal subject, the method comprising administering 
to said subject in need of said treatment an amount of an A3 adenosine receptor agonist (A3AR 



agonist), the amount being effective to inhibit bone resorption. Claims 2, 5-6 are drawn said 
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method, wherein the subject is human, the administration is oral, the A 3 AR agonist is 
administered specific times per day and the use of specific A 3 AR agonist including IB-MECA 
and CI-IB-MECA. Claim 7 is drawn to a method of claim 1 wherein said A 3 AR agonist is a 
compound within the scope of a given general formula (I). Claim 8 is drawn to the method of 
claim 1, wherein said A 3 AR agonist is a nucleoside derivative of a given general formula (IV). 
Claims 9-10 are drawn to said method involving specific A 3 AR agonist including IB-MECA and 
CI-IB-MECA. Claim 20 is drawn to the method of claim 1, wherein said subject is other than 
one suffering from an inflammatory arthritis. 

Fishman discloses a method of treating inflammatory arthritis comprising administering 
to a subject an A 3 adenosine receptor agonist (A 3 AR agonist) (see abstract and claims). 
Furthermore, Fishman discloses uses the A3 receptor agonists IB-MECA and CI-IB-MECA for 
the said treatment (see abstract and claims). Also, Fishman reduces the bone loss (bone 
resorption) in a subject by administering to the subject IB-MECA. In addition, Fishman 
measures the loss of bone and reports that bone loss was markedly lower in the subjects treated 
with IB-MECA(see histology score in example 1C). 

The difference between applicant's claimed method and the method of Fishman is that 
Fishman' s do not disclose that the bone resorption that is treated is accelerated. 

It would have been obvious to one having ordinary skill in the art, at the time the claimed 
invention was made, in view of Fishman, to treat bone resorption (bone loss) in a subject 
regardless of the type of bone loss or what induces the bone loss by administering to the said 
subject the A3AR agonist such as IB-MECA or CL-IB-MECA, since Fishman discloses that 
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A3 AR agonist such as IB-MECA or CL-IB-MECA can be used to treat bone resorption (bone 
loss). 

One having ordinary skill in the art would have been motivated in view of Fishman, to 
treat bone resorption (bone loss) in a subject, regardless of the type of bone loss or what induces 
the bone loss, by administering to the said subject an A3AR agonist such as IB-MECA or CL- 
IB-MECA, because a skilled artisan would reasonably be expected to use or administer A3 AR 
agonist such as IB-MECA or CL-IB-MECA, to treat bone resorption (the same condition or 
disease) based on factors such as type and/or severity of the condition or disorder. It should be 
noted that the use of different schedules of administration or dosages are common in the art and 
is well within the purview of a skilled artisan and depends on factors such as the severity or type 
of the rheumatoid arthrithis and the weight, age and type of the subject treated. It should be 
noted that it is obvious to treat the said accelerated bone resorption (bone loss) regardless of what 
induces or causes the bone resorption (bone loss) and one of ordinary skill in the art would be 
motivated to treat accelerated bone resorption with said compound in said subject as set forth in 
the above rejection. That is, bone resorption or accelerated bone resorption is the same condition 
or disorder regardless of what induces or causes it. 

Response to Arguments 

Applicant's arguments with respect to claim 1,2, 5-10, 20 have been considered but are 
not found convincing. 

The applicant argues that it is noted that the Fishman patent publication does not specify 
any particular histology score particularly for the bone damage so it is not clear from this 
publication what that particular score was in Example IC. However, the histology score which is 
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markedly decreased on treatment with said IB-MECA includes bone loss as indicated by 
parameter (e). In addition, it should be noted that Figs 3A and 3B show histological pictures of 
the joint of an untreated rat (3 A), featuring the typical arthritis destruction of the synovial tissue 
and bone (see page 16, 2 nd paragraph and said figures of Fishman). Against this the histological 
picture (3B) of adjuvant arthritis induced rat treated with 10 ug/kg a day of IB-MECA appeared 
completely normal without featuring any destructive processes (see page 16, 2 nd paragraph and 
said figures of Fishman). This further indicates that IB-MECA reduces the bone loss or 
resorption. 

The applicant argues that those of ordinary skill in the art reading the Fishman 
reference, if taught anything at all about the effect of IB-MECA or CI-IB-MECA on bone 
resorption when treating inflammatory arthritis patients, would only be taught that this is a side 
effect of the anti-inflammatory treatment. There certainly would be no suggestion that IB-MECA 
or CI-IB-MECA, or any other A3 AR agonist, would be operable to treat accelerated bone 
resorption in diseases or conditions that are not related to inflammation. However, as set forth in 
the above rejection, Fishman reduces the bone loss (bone resorption) in a subject by 
administering to the subject IB-MECA. In addition, Fishman measures the loss of bone and 
reports that bone loss was markedly lower in the subjects treated with IB-MECA(see histology 
score in example 1C). Furthermore, the histology score which is markedly decreased on 
treatment with said IB-MECA includes bone loss as indicated by parameter (e). In addition, it 
should be noted that Figs 3 A and 3B show histological pictures of the joint of an untreated rat 
(3 A), featuring the typical arthritis destruction of the synovial tissue and bone (see page 16, 2 nd 
paragraph and said figures of Fishman). Against this the histological picture (3B) of adjuvant 
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arthritis induced rat treated with 10 ng/kg a day of IB-MECA appeared completely normal 
without featuring any destructive processes (see page 16, 2 nd paragraph and said figures of 
Fishman). This further indicates that IB-MECA reduces the bone loss or resorption. Moreover, 
it should be noted that it is obvious to treat the said accelerated bone resorption (bone loss) (as 
set forth in the above rejection) regardless of what induces or causes the bone resorption (bone 
loss) and one of ordinary skill in the art would be motivated to treat accelerated bone resorption 
with said compound in said subject as set forth in the above rejection. That is, bone resorption or 
accelerated bone resorption is the same condition or disorder regardless of what induces or 
causes it. 

The applicant argues that submitted data shows that bone loss takes place as a result of 
osteoclast differentiation (osteoclasts are cells that are responsible for bone destruction and the 
formation of bone loss) and that CFI01 (A3AR agonist) inhibits osteoclast formation by a down 
regulation of RANKL, thus preventing bone loss. Surprisingly, the effect of A 3 AR on 
preventing bone resorption is based on a fact independent of its anti-inflammatory effect. This 
would certainly have not been obvious to anyone of ordinary skill in the art reading the 
Fishman reference. However, it should be noted that it is obvious to treat the said accelerated 
bone resorption (bone loss) (as set forth in the above rejection) regardless of the lack or absence 
of information that pertains to mechanism (s) by which the treatment occurs or regardless of 
what induces or causes the bone resorption (bone loss) and one of ordinary skill in the art would 
be motivated to treat accelerated bone resorption with said compound in said subject as set forth 
in the above rejection. That is, bone resorption or accelerated bone resorption is the same 
condition or disorder regardless of what induces or causes it. 
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Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael C. Henry whose telephone number is 571-272-0652. 
The examiner can normally be reached on 8.30am-5pm; Mon-Fri. If attempts to reach the 
examiner by telephone are unsuccessful, the examiner's supervisor, Shaojia A. Jiang can be 
reached on 571-272-0627. The fax phone number for the organization where this application or 
proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Michael C. Henry /Shaojia Anna Jiang/ 

November 23 , 2008 . Supervisory Patent Examiner 

Art Unit 1623 



